INTRODUCTION
Molar pregnancy is characterized histologically by abnormalities of the chorionic villi that consist of trophoblastic proliferation and oedema of villous stroma. 1 The incidence varies geographically with highest incidence in South east Asian countries. 2 Studies from the United States and England have found that women with a history of one molar pregnancy (partial, complete, or persistent GTN) have an approximately 1% chance of recurrence in subsequent pregnancy (compared to a 0.1% incidence in the general population of the United States). 3 The recurrence rate is much higher after two molar pregnancies (16 to 18%). 4 Although most cases are described as having short intervals of time and usually of the same histological type, this is not an unbreakable rule.
CASE REPORT
Our patient was a 29 year old woman, residing at Navi Mumbai belonging to a lower middle socio-economic class, married since 9 years who came to our OPD with complains of two months amenorrhea followed by bleeding per vaginum and pain in abdomen since 4 days. She gave a history of five previous pregnancies all of which did not continue beyond the first trimester. Of the five, three of the pregnancies were molar pregnancies, one was a blighted ovum and the fifth was a missed abortion. The patient had no other significant past history besides a history of two units of blood transfusions 4 years ago and had no addictions. The patient was undergoing treatment for infertility and had conceived after intrauterine insemination with husband's semen. On per speculum examination, the patient had bleeding. Per vaginum bleeding revealed a bulky uterus of 8-10 weeks gestational age and non-tender fornices. The patient was admitted and an urgent ultrasonography was done. The ultrasonogram revealed gravid uterus. Gestational as well as yolk sac was seen but no foetal pole or cardiac activity was visualized. There was excessive choriodecidual reaction occupying most of the gestational sac with a few cystic areas in between. The features were suggestive of a partial hydatiform mole. thyroid values. Blood was cross matched for transfusion and the patient was taken up for emergency suction and evacuation of products of conception under ultra sound guidance under short general anaesthesia. The products of conception were sent for histopathology.
Post operatively the patient was transfused one unit of packed cells and was monitored with serial beta HCG levels. After the first 48 hours post operatively, the beta HCG levels dropped to 40,188. Histopathology of the products confirmed the diagnosis of partial hydatidiform mole. The patient was advised karyotyping of both partners which was not done because of financial constraints. Patient was advised to conceive with IVF with donor sperms and donor ova. The patient however opted for adoption of the baby of a first degree relative. The patient currently is asymptomatic with β HCG levels with normal limits.
DISCUSSION
Gestational trophoblastic disease refers to a spectrum of pregnancy related placental tumours. Hydatiform mole is defined as abnormal proliferation of trophoblasts with hydropic degeneration of chorionic villi. Two types of hydatiform moles exist; partial and complete moles. The condition is associated with certain risk factors as in extremes of age. Characteristically, women older than 35 years of age have a relative risk of 2.0, and women over 40 years of age have a 5-to 10-fold increase in incidence. 2 Paternal age is also a factor which may affect the quality of the spermatozoa. 5 Other risk factors include use of oral contraceptive pills, 6 diet, gravidity, 7 smoking and in extremely rare cases with only 21 reported so far a familial predisposition (Familial recurrent Hydatiform Moles) with a biparental origin may also occur. 8 The incidence of Hydatiform moles also varies with geographic location with an incidence of 1-2 per 1000 live births in USA, 1 in 1000 in India and as high as 1 in 80 in the Philippines. In Europe, 100 cases of Hydatidiform Mole per 100 000 pregnancies have been reported, while the corresponding estimates from Asia range from 100 to 1000 per 100,000 pregnancies. In case of subsequent pregnancies, with a history of one previous molar conception, the risk is 1 in 60 and in case of two previous molar pregnancies the incidence increases upto 1 in 6.4 pregnancies. 8, 9 While a complete mole occurs due to the fertilization of an egg, from which the nuclear material has been lost or inactivated by a single sperm having 23,XX chromosomes which duplicates to 46,XX, or less frequently, fertilization occurs with two sperms resulting in either 46xx or 46xy heterozygous chromosomal constitution. 10 in a partial mole maternal chromosomes are present and the condition arises by diandry (one maternal and two paternal sets of chromosomes).
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A hydatiform mole classically presents with a period of amenorrhea lasting from 1-2 months with a history of pain in abdomen and bleeding per vaginum of various degrees and in case of a complete mole, may be classically associated with passage of grape like vesicles from the vagina. There is usually an associated increase in nausea and vomiting (hyperemesis gravidarum) triggered by the highly increased beta HCG levels. The uterus is large for gestational age and is dough like in consistency. Foetal parts cannot be felt and foetal heart sounds are not heard. Hydatiform moles predispose to other systemic disorders such as thyrotoxicosis, preeclampsia and pulmonary embolization. However molar pregnancy does not have any direct adverse effects for subsequent obstetric health. 8 Once the diagnosis has been confirmed with a ultrasonogram and beta HCG levels, the patient should be taken up for termination of pregnancy by suctionevacuation keeping in mind the real possibility of haemorrhage and hence cross matching adequate amount of blood products. The role of prophylactic chemotherapy has now fallen into disuse. The patients are preferably followed up with serial beta HCG levels at intervals of a week until six weeks after values return to normal and then monthly for six months. Chemotherapy is given only to those women who have poor follow up or when beta HCG levels reach a plateau. Multiagent chemotherapy is used to treat high-risk GTN, defined as stage IV disease or stage II-III disease with a Prognostic Index Score of 7 or above, as well as PSTT and treatment-refractive lowrisk disease. Again, a wide variety of regimens are employed worldwide, with very little evidence to show superiority of any one regimen. The most widely used multiagent chemotherapy regimen EMA-CO-consists of: etoposide, methotrexate, actinomycin D, cyclophosphamide, and vincristine (Oncovin). It achieves a 5-year-survival rate of 86.5% and is a relatively welltolerated regimen, with alopecia being the commonest side-effect, high-grade haematologic toxicities experienced by less than 2% of patients, and more than half of patients retaining their fertility. 12 Women who receive chemotherapy for GTD are likely to have an earlier menopause. 13 Furthermore, multiagent chemotherapy which includes etoposide increases the risk of developing secondary cancers, such as acute myeloid leukemia, colon cancer, melanoma, and breast cancer for those who survive more than 25 years.
14 These risks would necessitate long-term follow-up of these patients treated with chemotherapeutic agents. Both forms of moles are potentially malignant. The overall risk of requiring chemotherapy after a complete mole was 13.6% and 1.1% for partial mole, while the risk of a further molar pregnancy in the next conception was 1:68 but each of these figures have considerable variations with age. These modern statistics on molar pregnancy risks and outcomes should be of value to clinicians and their patients, while discussing this rare diagnosis. 16 The risk of gestational trophoblastic neoplasia for partial mole is <5-10% and that of complete mole is 20%. The risk of recurrence of hydatidiform mole is 0.5-2.8% with a subsequent greater risk of developing invasive mole or Assessment of any potential increased risk of molar pregnancy associated with ART is difficult. Theoretically, the use of immature ova after ovulation induction or the disruption of meiosis and the loss of maternal chromosomes as a result of oocyte handling or degeneration could increase the risk of a complete mole. There is limited information available about women receiving ovulation induction. However the use of modern molecular biology techniques, preimplantation diagnosis and ICSI may provide further insights into the disease with possible strategies for prevention in women with recurrent molar pregnancies. 15 Intracytoplasmic sperm injection (ICSI) coupled with preimplantation confirmation of diploidy (guards against partial moles) and selection against transfer of 46XX embryos (prevents complete moles) was employed to prevent a repeat molar pregnancy. 19 Karyotyping of both partners should ideally be done. Genetic studies suggest mutations in the NLRP7 gene, also known as NALP7 gene, which is located on chromosome 19q13.3-q13.4, a maternal gene, as a cause of Familial biparental Hydatidiform Mole, and possibly responsible for causing recurrent spontaneous abortions, stillbirths, and intrauterine growth retardation. 8 Two NLRP7 mutations have been detected. In the first, sequencing identified a homozygous 2 bp deletion in the seventh coding exon of NLRP7, while a homozygous Gto-A substitution in the third coding exon of NLRP7 was detected in the second. Both of them result in a truncated protein. The two mutations have not been previously described in the literature.
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CONCLUSION
Recurrent hydatiform moles both partial as well as complete have similar prognosis and incidence rates with most women having the same histological type on recurrence. The management has to be individualized according to the patient's profile and whether or not she desires a future pregnancy. Chemotherapy is a good option for such patients. Inspite of the increase in a few risk factors such as a tendency for increased age of child bearing, the incidence of gestational trophoblastic diseases has decreased over the years. The potential malignant transformation and the genetic predisposition must be kept in mind while dealing with such cases and patients should undergo proper genetic counseling and follow up.
